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Table 1, MIC ranges, MIC,, and MIC,, of sulbactam/cefoperazone, amikacin and doxycycline against
13 clinical isolates each of methicillin-susceptible Staphylococcus aureus (MSSA) and
methicillin-resistant Staphylococcus aureus (MRSA), and against 27 clinical isolates of

Pseudomonas aeruginosa

MIC (ug/ml)
Species Agent determined without partner drug determined in the presence of a partner drug
range MICy MIC,, (partner durg) range MIC,, MIC,,
S. aureus SBT/CPZ 1.56 ~6.25 3.13 3.13 (AMK) 0.013~6.25 1.56 3.13
(MSSA) (DOXY) 0.013~3.13 0.78 1.56
AMK 0.78 ~ 50 1.56 6.25 (SBT/CPZ) 0.78 ~ 50 1.56 6.25
DOXY 0.025~0.78 0.1 0.339 (SBT/CP2) 0.013~0.2 0.05 0.05
S. aureus SBT/CPZ 25 ~>800 200 800 (AMK) 1.56 ~800 25 400
(MRSA) (DOXY) 0.39 ~400 6.25 200
AMK 12.5~ 50 125 25 (SBT/CPZ) 3.13 ~ 25 12.5 25
DOXY 0.1~12.5 12,5 12.5 (SBT/CPZ) 0.05 ~6.25 3.13 6.25
P. aeruginosa SBT/CPZ 3.13~800 50 400 (AMK) 0.20 ~100 6.25 100
(DOXY) 1.56 ~200 12.5 200
AMK 0.78~100 6.25 50 (SBT/CPZ) 0.20 ~ 50 1.56 25
DOXY 12.5~100 50 100 (SBT/CPZ) 1.56 ~100 25 50

AMK: amikacin, DOXY: doxycycline, SBT/CPZ: sulbactam/cefoperazone

Table 2. FIC indices of a combination of sulbactam/cefoperazone plus amikacin
or doxycyxline against 13 isolates each of methicillin-susceptible
Staphylococcus aureus (MSSA) and methicillin-resistant
Staphylococcus aureus (MRSA), and against 27 isolates of

Pseudomonas aeruginosa

FIC index
Species SBT/CPZ+AMK SBT/CPZ+DOXY
range mean range mean
S. aureus (MSSA) 0.504~1.000 0.693 0.500~1.000 0.649
S. aureus (MRSA) 0.508~1.000 0.683 0.266~0.750 0.501
P. aeruginosa 0.250~1.000 0.627 0.500~1.000 0.688

SBT/CPZ: sulbactam/cefoperazone, AMK: amikacin, DOXY: doxycycline
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Table 3. Patient characteristics

¢ No. of patients Statistical
Items Classification :
regimen A" regimen B? analysis
male 16 16
NS
Sex female 1 4
~49 1
50~59 4 4
Age (years) 60~69 4 6 NS
70~179 7 8
80~ 1 2
squamous cell ca. 6 11
Cell t ¢ adenocarcinoma 7 6
el ype o small cell ca. 3 1 NS
ung cancer large cell ca. 1 1
alveolar cell ca. 1
MMa 3 1
Stage of lung cancer b 6 6 NS
v 8 13
0 1
1 8 5
Performance status 2 3 5 NS
3 3 5
4 3 4
Degree of narrowing no 5 5 NS
of the bronchus® yes 12 15
Leucocytopenia no 16 19 NS
(<1,500/mm3) yes 1 1
mild 2 6
Severity of infection moderate 15 11 NS
severe 3
Occurrence of on admission 8 8
R . post cancer chemotherapy 3 3 NS
infection . X
during observation 6 9

" Combined chemotherapy with sulbactam/cefoperazone +amikacin
? Combined chemotherapy with sulbactam/cefoperazone+doxycycline
¥ Evaluation by bronchoscopy, CT and conventional tomography
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Table 6, Clinical effects according to type of infection
Rexi Type of No. of Clinical effect Efficacy
CBIMEN " infection cases excellent good fair poor rate (%)
Pneumonia 11 6 2 3 55
A Lung abscess 1 100
Lower RTI 4 3 1 75
Sepsis r 100
Subtotal 17 1 10 3 3 65°
Pneumonia 16 4 9 1 2 81
B Lower RTI 2 1 1 50
Sepsis 2 2 100
Subtotal 20 4 12 2 2 80*
Grand total 37 5 22 5 5 73
* NS

Table 7. Clincal effects according to the stage of lung cancer, performance status of patients,
and degree of narrowing of the bronchus®

Clinical effects

Items regimen A regimen B

ves"(%) no? yes (%) no?

llla 2 (67) 1 0( 0 1

Stage of lung cancer IlIb 4 (67) 2 5 ( 83) 1
v 5 (63) 3 11 ( 85) 2

0 - - 1 (100) 0

Performance status (PS) 1 7 (88) 1 4 ( 80) 1
of patients 2 2 (67) 1 4 ( 80) 1
3 2 (67) 1 5 (100) 0

4 0(0 3 2 ( 50) 2

. (=) 4 (80) 1 4 (80) 1

St f the b h

enosis of the bronchus (+) 7 (58) 5 12 ( 80) 3

* Evaluation by bronchoscopy, CT and conventional tomography

b “yes”: evaluated as excellent or good
2 “no": evaluated as fair and poor

Z EEHE LI, Tetracycline 26t L TH®
MMBBL LB LIZOVT, KL T in vitro fER%HE
BENTWEZ L2 T TICHEBENICHETEL /212 88,
SEORN CHHB_RBRCBOCHEELHEATF
TR L RIRE T B in vitro FERRIR ORE TR
SHHERIMEAMNR SN, LL, FRKER AN
BECLENLTBY, BB THEATYL
31319 Z E BERIEBITAHBAMBRORBRICFSL
TwaeEzoh, BRECOHERETRT26DT
Holeo LBIC 1980 FRICEALENTIZLDE
3 X cephem #lix, M _RERFITEL LB SN
577 LARME? CHT A MEHSEL TS 10

i — R R izt 3 B EEBR A 1Ix & L, 1980 R
BECBIIELSOEFORMBEEOEHER
1970 £ 5 1980 EERICH 1T T DO  DHtRARED
BERHELEAFOVRVICELT, BB XKELFAD]
FEEERN13% NS B%ANE 2B R B2 R ETFR
DEEMBB SN, HEREINR L 2 BEFBOL
ELIHMLTLED2/3 2B TH Y, HAKED
BELAMEMETFTLI-EVE X2, LL, WTFhoFEY
BHVLEFIZ0%BTH DD, Fh-rtAREOR
HEED, SSEWHOBVREARSRESN
3,

e,

2ODAARDODHESAREZT o, T4D
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Table 8, Bacteriological effects of two regimens
Regimen A Regimen B
Organism No. of effects No. of effects
strains yes" (%) no® strains yes" (%) no®

S. aureus 2 2 (100) 2 2 (100)
S. epidermidis 1 1 (100)
S. pneumoniae 1 1 (100)
Streptococcus sp. 1 0( 0 1
E. faecalis 1 0( 0 1

Total of GPC 3 2 (67) 1 5 4 ( 80) 1
H. influenzae 1 1 (100) 1 1 (100)
H. parainfluenzae 1 1 (100)
E. agglomerans 1 1 (100)
E. cloacae 1 1 (100)
P. aeruginosa 2 0C 0 2 1 1 (100)
P. fluorescens 1 1 (100)
A. calcoaceticus 1 1 (100)

Total of GNB 6 4 (67) 2 4 4 (100)

Grand total 9 6 (67) 3 9 8 ( 89) 1

Y “yes”: orgnism was eradicated

2 “no”: organism only decreased in number (but not eradicated) or persisted

Table 9. Adverese reactions observed in a total of 42 patients given
sulbactam/cefoperazone in combination with amikacin or doxycycline

Regimen Clinical symptom Abnormal laboratory data
A - elevation of BUN (1 patient)
(17*) (BUN: 18.2—27.9—18.6)
elevation of GOT, GPT (3 patients)
B drug fever (1 patient **) (GOT: 23—69, GPT: 13—59)
(25*) diarrhea (1 patient**) (GOT: 28—66, GPT: 13—111)

(GOT: 34—61—30, GPT: 37—+45—12)

* Number of patients in whom safety of therapy could be evaluated
** Both disappeared after cessation of therapy

b, HHO—ACRBELSULELEEICARZ b
7 A%H LT B-lactamase iZ b & % SBT/CPZ %
L, Zhic AMK &£ DOXY oww¥FhEimz lzhAH
BERTLE 20 TEREABIT I HEKRAREZT-
Teo AR DL D LERERALORLUTOER
& 3, ¥ Ti#HLIZB-lactam Al &£ aminog-
lycoside #| # X Uf minocycline ® 3 FI#FHIC & D Bf
B REEFNX L T 83% DEWLERIES- 231
M, ZDFEWwEAEZEIC it aminoglycoside & &
tetracycline ROWVLTHBK E L FEL T 5 0 i3k
RTERhpol, INEERT LD SEIORRKS
EBEEALY, TOER, BEEZRZVH DD AMK
BEREED 65% DEZIZE Iz L DOXY RSO Z hid

BO%LBENT W/, 2HIBFAKC L2 COBMEIZE &
DIFBR ORI ICHT 2KETH Y, aminog-
lycoside #l & D & tetracycline #|D 5 b3 BEIR IC K
EL{FETBHILETHRL TS, £RD L 5 AR
EHOMHEGBITHERTVE I L, SEODin
vitro StFAZIR DR CREFR S W - RARER
REIhIdLEIONE, Lich-> TSEOES
i, MR REREN T B H e HE R O BIG & R
MLbDLEZOSNDH, SHERNS X VKLY
CEOIKHMLERETEMEIZ I L OLBEEZ B,

BRI BT 2 BWERA O RRER O#E 2EET
H2H, SEIOREME THIZC DV TIESBT/CPZ iz
BRI 2EENEEBbhl, —F, BERREER
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In vitro combined effects of sulbactam/cefoperazone (SBT/CPZ) plus amikacin (AMK) and
SBT/CPZ plus doxycycline (DOXY) against 13 strains each of clinical isolates of methicillin-
susceptible Staphylococcus aureus (MSSA) and methicillin-resistant Staphylococcus aureus (MRSA)
and 27 strains of clinical isolates of Pseudomonas aeruginosa were evaluated. Against MSSA and
MRSA, the combination of SBT/CPZ plus DOXY showed more synergistic combined effects than
those of SBT/CPZ plus AMK. On the other hand, the combination of SBT/CPZ plus AMK showed
more synergistic combined effects than those of SBT/CPZ plus DOXY against P. aeruginosa. A well
-controlled study of two different combined regimens, SBT/CPZ plus AMK (Regimen A) and SBT/
CPZ plus DOXY (Regimen B), was undertaken to. compare the efficacy of the two regimens on
infections associated with lung cancer. A daily dose of 2 g of sulbactam/cefoperazone plus 200 mg of
amikacin or doxycycline was administered intravenously for 12.4 days (mean) in 46 patients (A/
B=20/26) consisting of 27 with pneumonia (17/20), two with lung abscess (2/0), five with chronic
respiratory infection (3/2) and three with sepsis (1/2). Clinical efficacy could be evaluated in 37
cases (17/20) and safety in 42 cases (17/25). Clinical efficacy was 65% (11/17) in Regimen A and
80% (16/20) in Regimen B, not a statistically significant difference. Regimen B was effective even
in patients with “progressive disease” of lung cancer or with marked bronchial stenosis.
Bacteriological effects could be evaluated in nine cases of both regimens. Six strains in Regimen A
and eight in Regimen B were eradicated by the therapy. One case each of drug-induced fever and
transient diarrhea were observed in Regimen B. These adverse effects disappeared after the cessa-
tion of therapy. Three cases of elevated GOT/GPT values were found in Regimen B and one case
of elevated BUN value was found in Regimen A during therapy. The above abnormalities of blood
chemistry disappeared after therapy. We conclude from the results that the efficacy of the combined
chemotherapy of sulbactam/cefoperazone plus doxycycline exceeds that of sulbactam/cefoperazone
plus amikacin. More exact observation is required regarding adverse effects.



